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DETAILED ACTION 

1 . Applicant's amendment and remarks filed September 5, 2008 and May 5, 2008 are 
acknowledged. 

Claims 1-28 and 36-39 have been canceled. 
Claims 29-35 and 40-44 are pending. 

Claims 29-35 and 40, 41, 43 and 44 are under examination as they read on a method for 
treating cancer, wherein the elected agent or single combination of agents that activate T 
cells that will be present in the first and second steps are IL-2 and anti-CD3 antibody; the 
elected sources of PBMCs for the first and second PBMC method steps of the invention are 
derived from a single cancer patient donor and the elected type of cancer to be treated is 
breast carcinoma. 

Moreover, claim 42 is withdrawn from further consideration pursuant to 37 CFR 1.142(b), as 
being drawn to a nonelected invention, there being no allowable generic or linking claim. 

2. This Office Action is in response to applicant's amendment filed September 5, 2008 and 
applicant's remarks May 5, 2008. 

The previous rejections of record can be found in the Office Action mailed December 3, 
2007. 

The text of those sections of Title 35 U.S.C. not included in this Action can be found in a 
prior action. 

3. Applicant's remarks filed May 5, 2008 are replete with apparent typographical errors. 
Applicant is requested to proofread any future remarks with an eye toward such errors and 
make appropriate corrections. 

4. The specification stands objected to as failing to provide proper antecedent basis for the 
claimed subject matter. See 37 CFR 1.75(d)(1), MPEP § 608.01(o) and the previous Office 
Action. 

Applicant's arguments are not found convincing because the examiner still finds nothing in 
the cited paragraphs that provides proper antecedent basis for the claimed limitation. With 
regard to claims 32 and 33, note that "about" means more, less or equal to. 

5. Claims 29-35 and 40, 41, 43 and 44 stand rejected under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention, essentially for the reasons of record as put forth in 
the Office Action mailed December 3, 2007. 
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Applicant's arguments have been considered, but have not been found convincing, essentially 
for the reasons of record as put forth in the Office Action mailed December 3, 2007. Also 
what is Fig. 1? 

6. Claims 29-35 and 40, 41, 43 and 44 are rejected under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention, essentially for the reasons of record as put forth in the 
Office Action mailed December 3, 2007. This is a New Matter Rejection. 

Applicant's arguments have been considered, but have not been found convincing, essentially 
for the reasons of record as put forth in the Office Action mailed December 3, 2007. 

7. Claims 29-32, 34, 35, 40, 41, 43 and 44 stand rejected under 35 U.S.C. 103(a) as being 
unpatentable over Babbitt et al. (5,766,920) in view of Gold et al. (J Surg Res. 1995 
Aug;59(2):279-86), Rudolf Wank (WO 99/50393, published in the German language on 
October 7, 1999, cited by applicant and the English language translation of 
PCT/EP99/02225, RWS Group pic, September 12, 2000, which is the originally filed 
application upon which the WO 99/50393 publication is based, cited herewith) and Marzo et 
al. (J Immunol. 1999 May 15;162(10):5838-45), essentially for the reasons of record as put 
forth in the Office Action mailed December 3, 2007. 

Applicant argues that the reference teachings fail to render the claimed invention 
unpatentable as obvious for a variety of reasons. 

Applicant's argument has been considered, but has not been found convincing, essentially for 
the reasons of record as put forth in the Office Action mailed December 3, 2007. 

Applicant's arguments are not found convincing for a variety of reasons. Some of the 
deficiencies in applicant's arguments that are found throughout their remarks are as follows: 

A. arguments based on scientific ideas that are in some cases themselves unclear and 
imprecise, and for which no objective evidence or sound scientific reasoning is provided as a 
basis for said often unclear and imprecise scientific ideas. 

Representative examples of such arguments are found, for example, on page 10 to the 
paragraph bridging pages 12-13 of applicant's remarks (emphasis added): 

• "The drawback of this activation is that the proliferation of T cells is induced, but does 
not induce the activation of the cytotoxic mechanism via the decisive a(3 T cell receptor." 
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• ". . .the cancer cell lines K562 and 769P, which express HLA only weakly or not at 
all..." 

• "The problem of CD3 -activation is also not solved by an addition of cytokines, because 
CD3 chains are part of the T cell receptor complex. After activation of the CD3 chains, the 
internalization includes not only the CD3 chains but also the aB T cell receptors. Thus, a 
CD3-activation causes the paralyzation of the direct cytotoxic mechanism of cytotoxic CD3 
T cells." 

• "NK cells are activated primarily by the 'T3CS' cytokines produced by the method of 
Babbitt" 

• "Gold describes that the underlying mechanism of a specific anti-tumor response 
generated via non-specific ex vivo activation with T3CS is not clear, as it was shown that 
T3CS expands only the number of memory T cells and obviously NK cells. . ." 

• "As the CD3-activation suppresses the cytotoxic immune response, CD3 antibodies are 
used in immanent graft rejection in order to suppress the cytotoxic immune defense of the 
patient who received the graft." 

• "According to the CAPRI method. . .The cytokines produced by activated T cells cause an 
activation of antigen presenting cells (APCs), predominantly monocytes and dendritic cells. 
(The CD3-activated T cells in this PBMC population have internalized their a 6 T cell 
receptors.)" 

Arguments of counsel cannot take the place of factually supported objective evidence. See, 
e.g., In re Huang, 100 F.3d 135, 139-40, 40 USPQ2d 1685, 1689 (Fed. Cir. 1996); In re De 
Blauwe, 736 F.2d 699, 705, 222 USPQ 191, 196 (Fed. Cir. 1984). See MPEP § 2145. 

B. Arguing limitations not claimed (note that some of these also qualify as examples of 
attorney argument unsupported by objective evidence or sound scientific reasoning). 

Representative examples of such arguments are found, for example, starting with the 
paragraph bridging pages 12-13 through page 14 of applicant's remarks (emphasis added): 

• "According to the CAPRI method of the present invention, only the first PBMC 
population is activated with CD3. This is accomplished with CD3- antibodies fixated on 
the bottom of a plastic bottle." 

• "It is also important that the addition of the non-activated PBMC take place within a 
few hours so that APCs are in their activated state an d an increased number of HLA 
molecules with the embedded mutated tumor peptides are expressed." 
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• "In contrast to the methods of Babbitt and Gold, CAPRI cells kill autologous cancer 
cells directly within 18 hours. 

• "Cascade priming is the only method amongst the adoptive immune therapies wherein 
a differentiation of monocytes into dendritic cells occurs which present tumor-immunogenic 
peptides not only in HLA class I but also in HLA class 1 1 molecules. This is one of the key 
factors associated with the cytotoxic capacity of CAPRI cells." 

• "Thus, in the CAPRI method, not only cytotoxic CD8+ T cells but also CD4+ T cells are 
activated by epithelial cancer cells which usually express HLA class II only weakly or not 
at all." 

Although the claims are interpreted in light of the specification, limitations from the 
specification are not read into the claims. In re Van Geuns, 988 F.2d 1 181, 26 USPQ2d 1057 
(Fed. Cir. 1993) (Claims to a superconducting magnet which generates a "uniform magnetic 
field" were not limited to the degree of magnetic field uniformity required for Nuclear 
Magnetic Resonance (NMR) imaging. Although the specification disclosed that the claimed 
magnet may be used in an NMR apparatus, the claims were not so limited.); Constant v. 
Advanced Micro-Devices, Inc., 848 F.2d 1560, 1571-72, 7 USPQ2d 1057, 1064-1065 (Fed. 
Cir.), cert, denied, 488 U.S. 892 (1988) (Various limitations on which appellant relied were 
not stated in the claims; the specification did not provide evidence indicating these 
limitations must be read into the claims to give meaning to the disputed terms.); Ex parte 
McCullough, 7 USPQ2d 1889, 1891 (Bd. Pat. App. & Inter. 1987) (Claimed electrode was 
rejected as obvious despite assertions that electrode functions differently than would be 
expected when used in nonaqueous battery since "although the demonstrated results may be 
germane to the patentability of a battery containing appellant's electrode, they are not 
germane to the patentability of the invention claimed on appeal."). See MPEP § 2145. 

C. Arguing references individually, including arguing the teachings of individual references 
which are unrelated to the claimed invention, when the rejection is appropriately framed in 
the context of the relevant reference teachings and the objective evidence/knowledge in the 
art related to the claimed invention. 

Representative examples of such arguments are found, for example, starting with the 
paragraph bridging pages 15-18 of applicant's remarks (emphasis added): 

• "Marzo shows that despite an ubiquitary presence of tumor antigen in the lymphatic 
system, immune cells are not capable of developing a sufficient cytetoxic response. Marzo 
concluded that it would be futile to remove enlarged lymph knots near the tumor, because 
tumor antigen is present in the whole lymphatic system .... However, in order to follow the 
recommendations of Marzo, lymph vessels leading away from the tumor would have to be 
identified, the T lymphocytes isolated from those and re-stimulated with tumor." 
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Note that Marzo was cited in the previous Office Action because it provided yet additional 
motivation to practice the claimed invention: 

'Also, one of ordinary skill in the art would have been motivated to apply the 
method of making "cascade primed" immunoreactive cells of Wank, to making 
immunoreactive cells for treating cancer as taught by Babbitt and Gold, because 
the method of Wank allows for not only generating the cytokine milieu that 
Babbitt and Gold identify as essential for stimulating the production of activated 
memory T cells with tumor specific activity, but also for increased cell-based 
immunostimulation. More particularly, the Wank reference teaches that 
incubating the first population of PBMC with anti-CD3 and IL-2 induces antigen- 
presenting cells contained therein to display intracellular peptides (see Wank, in 
particular, page 12, 1 st paragraph to the paragraph bridging pages 12-13 and page 
14, last paragraph), and as is well known by one of ordinary skill in the cancer art, 
extracellular tumor antigens are picked up by antigen-presenting cells and can not 
only be presented to helper T cells by MHC class 11 molecules, but also can 
somehow make their way to MHC class I molecules to "cross-prime" cytotoxic T 
cells (see, for example, Marzo et al., in particular, Discussion on pages 5842- 
5845). Thus, one of ordinary skill in the art would have been motivated to apply 
the method of making "cascade primed" immunoreactive cells of Wank, to 
making immunoreactive cells for treating cancer as taught by Babbitt and Gold, 
so as to allow the expansion of tumor specific cytotoxic and T helper cells, both 
of which are required for effective tumor eradication (see Marzo, in particular, 
page 5844, right column)." 



(see previous Office Action paragraph bridging pages 10-11). 



• "Johnson discloses a method of binding antibodies to a radionuclide in case antibodies 
are produced which bind tumor-associated antigens. However, such antibodies would not 
bind to tumor peptides that are presented by HLA molecules, but to "tumor-associated 
antigens". Tumor-immunogenic peptides that are presented in the HLA complex are not 
associated but tumor specific. According to this method, HLA -restricted antibodies have to 
be developed each time for every patient separately due to the high polymorphism of the 
HLA system." 

Note that Johnson was not cited in Section 1 1 of the previous Office Action which applicant 
is attempting to argue. 

Moreover, where Johnson was cited in Section 12 of the previous Office Action it was cited 
for teaching that it is easier to treat a small tumor, i.e., from about 0.5 cm in diameter, than a 
larger tumor: 

"...Johnson teaches that "imaging of small, malignant lesions in a human subject 
in order to treat or cure the malignancy is a prime objective in current cancer 
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treatment. If a malignant lesion or tumor can be detected at a very early stage, 
treatment through surgery, chemotherapy, radiation or other methods can be 
performed... the present invention images small malignant lesions with tumor 
masses from about 0.5 cm in diameter." (see, in particular, column 27, 2 nd 
paragraph)." 

(see previous Office Action, page 12, 3rd paragraph). 

One cannot show nonobviousness by attacking references individually where the rejections 
are based on combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 
(CCPA 1981); In re Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). 

D. Arguing based on evidence not apparently presented or not sufficiently referenced to be 
evaluated: 

Representative examples of such arguments are found, for example, starting with the 
paragraph bridging pages 10-1 1 to page 15 of applicant's remarks (emphasis added): 

• "With regard to the present invention, the Applicants could not detect any cytotoxic 
activity of CD3-activated PBMC against autologous cancer cells in the 51 chromium release 
assay. However, a profound cytotoxic effect of CAPRI cells was seen (see Fig. /)." 

• "In contrast to the methods of Babbitt and Gold, CAPRI cells kill autologous cancer cells 
directly within 18 hours, while CD3-activated PBMC show at most a minimal autologous 
cancer cell lysis (see Fig. />." 

• "Such effector T cells are not present in CD3-activated PBMC as demonstrated by the 
direct lysis test with cancer cells (cf. Fig. /)." 

• "Accordingly, the number of CD 14+ monocytes remains unchanged (see Fig. 2)." 

• "Upon contact of cancer mils with CAPRI cells, the expression of HLA class I and HLA 
class 1 1 molecules is stimulated and/or enhanced in the cancer cells, and thereby also the 
expression of tumor-immunogenic peptides. In contrast, CD3-activated cells do not boost the 
HLA expression of cancer cells (see Fig. 3>." 

E. In conclusion, applicant has not convincingly argued that the reference teachings fail to 
render the claimed invention unpatentable as obvious. 

8. Claims 29 and 33 also stand rejected under 35 U.S.C. 103(a) as being unpatentable over 
Babbitt et al. (5,766,920) in view of Gold et al. (J Surg Res. 1995 Aug;59(2):279-86), Rudolf 
Wank (WO 99/50393, published in the German language on October 7, 1999, cited by 
applicant and the English language translation of PCT/EP99/02225, RWS Group pic, 
September 12, 2000, which is the originally filed application upon which the WO 99/50393 
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publication is based, cited herewith) and Marzo et al. (J Immunol. 1999 May 
15;162(10):5838-45) as applied to claims 29-32, 34, 35, 40, 41, 43 and 44 above, and further 
in view of Gale Granger (5,837,233) and Johnson et al. (5,217,704), essentially for the 
reasons of record as put forth in the Office Action mailed December 3, 2007. 

Applicant's arguments have been considered, but have not been found convincing, essentially 
for the reasons of record as put forth in the Office Action mailed December 3, 2007 and for 
the reasons put forth above in Section 7. 

9. No claim is allowed. 

10. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time policy 
as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until 
after the end of the THREE-MONTH shortened statutory period, then the shortened statutory 
period will expire on the date the advisory action is mailed, and any extension fee pursuant to 
37 CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

1 1 . Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to ZACHARY SKELDING whose telephone number is (571)272-9033. 
The examiner can normally be reached on Monday - Friday 8:00 a.m. - 5:00 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Eileen O'Hara can be reached on 571-272-0878. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status information 
for unpublished applications is available through Private PAIR only. For more information 
about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on access 
to the Private PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 
(toll-free). If you would like assistance from a USPTO Customer Service Representative or 
access to the automated information system, call 800-786-9199 (IN USA OR CANADA) or 
571-272-1000. 



Zachary Skelding 
Patent Examiner 
January 3, 2009 
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